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mmm xii6o^°i ^soii si 



20 0 
2 0 

o" a"" 

13 S 
556,000 m 

3HC! (7o%ae) 

166,800 S 

1. fiafAl- SHAKES )_1 



29,000 8! 
2,000 SI 

o'i" 

525,000 a 



22-2 




#3 2003/11/14 



AS. 

£ 3 



22-3 



MynnMnnnfittP 




m <£z\: 2003/11/14 



ol-&ic#3.-|-^ o] ejiBl-Bi ^ oi7.>2l S^l- {Composition for 

preventing secretion of immunoglobulin E-dependent histamine releasing factor} 

i l^r HRF7> nf<#^ o^*^ ^ ^-a)^^- q-^ufi SL^t}-. 

£ 2rr HRF7> ^^o\) 5\n *\}5. 4\^3. £«l^-§r £0)4. 

-g- M-E^ solcf. 

<5> a. ^-S- IgE-£)€-3 Sl^&r 1 ?] d <J'# <£!*}■( immunoglobulin E-dependent histamine 

releasing factor: o}*} 'HRF' s} £4)^ Jg-B) o^-g- ^ zi ^tb ?H 

<6> HRF-b <£ei*l av-g- f= IgE-2-1^3 ^7) ti}-g-(late phase reaction, 'LPR' °l2r 

4 WW 3«-§: ^r*8*M. Jl^7l^(basophil)l- * r ^r*H ^£f°s 

^°<J=^ 1^*1 ^€"§- D fl7B«V^ 33.2-3. ^-^^ &4(McDonald et al.. 1995). 
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<7> hrp^ ^3^0} J2.7HH *J-^5lo].^^ dl-SEflDlAl^CArtemisinin)^ 

^^<?} SiiLSSl <£3^ $Ui=r(Bhisutthibhan, 1998). 
<8> HRF7> -frfHsHf- ^h^aj <£E-j*] <>W-^Al^( a naphylaxis), 

7l^*|SHHs ^iKhay fever), 3]Jf<* 

(signal peptide)* ^ -MlS^L ^r^^^l^. ^4 *§3. ^^Hi HRF7} 

4fe ^ £-3.$. «> Si ±v\ (McDonald et al., 1995), HRF-fe- ^15. al-*MM 

IgE-^€(sensitized) i^l^f 7>}^H ajiEKL-g- ^-ti]«r>>il tlc}^ a}^o] ^£t}. 
<io> tcfeH, #«^?} HRF7> *\}3L ^S. £*)s\^ 7}^ Tg*\5L, 

*]-^-, <$7]J§ tl^Kbasic fibroblast growth factor(FGF-2)) , plasminogen 

activator inhibitor 2(PAI 2), ^*H- ^-^^(carbohydrate-binding protein 30(CBP 
30)) ^o] oi 4 

^S(Na,K-ATPase puinp)7> -fi-^ FGF-2 ^4.^7} *k3.# 4 



(Florkiewicz RZ, 1998). 
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<13> oje-l^- a>^oj) 3j-o>^. £ HRF SE$ t£ 5U^- S<>1 

e> 7>3*H. HRF^l £H) 7$3_^ %%]3L, HRF t Slfe- i^-g-* ^*>W. 

<14> ^cfl^fe. HRF ^ ZL -g-JE-f- ^SpaL^r t^. 

<16> £ «Vtg^ ^n (proton pump ) *)*fl ^So|Dlc}f7|| 

H-(benzimidazol ic compound)^- -n-JL-^ ^-AS. U-ff-'?}-*^-. 
<17> a. ^6QA) '^x> ^i'^ ^aflofl ^*S«H ^i°l^(H+)-a- AflS^- ^o.;* ^ 

t^*F& ^-^^^•y H+-K+ ATPase* 
<18> ^6qX) ^^oln)4#7ll «fl^H4^ ^, ^ e)^ (pyridine) ie) 

^ =L A\o]d\) ^*l*Hr "il^^^7l(methylsulfinyl group)5. °1^<H^ xjaj -f-^Aj <%c*7}3. 



<19> [§^*H 1] 

o 

Het 1 — S CH 2 Het 



<20> 



^ o]2, Het 2 ^ «- / °H, Rl 



^ Het 1 ^- ^ oIji, Het 2 ^ *~* °H , R l R 2 fe ^.^7^ aVo^ 
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<2i> £ ^oflA} ia^o)n]cf#^ ^l^o S iL^ = ef#(omeprazole), ^ = 

(lansoprazole), ^m^ej-l^pantoprazole) , eHl^^HKrabeprazole) ^rM" °1 

<22> Qt$6\]X) *&2Lo)v}z±^} 3^#£ ^7} #^ «qofl o^o] 0)^^)7} ^ 

<23> .^o} ^2:0]n)4^^ 3|j — ^«fl^A5.^|, Afl^ <$*^ HRF7> £ 

^11 ^xt °c^*r ^^71- HRFS) £«1 JgSSAl *)-g-S)-7l ^-g^li}. 
<24> £ ^-tg^ aE^M Af-§-^ s|A E | D j ^-£1- f 7 M?]r ^rlMr^ofl 2) 

HRF qjft 5^4. 

o>i4^^a1^, «3-e^^ 7)^1 sv^ f 33^, af£3^ ^^4, ^eM^ ^bj- 

$ 3$ «l*fl*M s^l-s. a>-§.^ ^ 014. 

<27> £ ^oj ^7] #^#3f S-^ iE^r -frA}*}- 7]^ #3),§- ^7\5\ -frjL^ 
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£.03. ^^ol(fenoctimine), #«|*l<Holeic acid), 7 r 3l3l(catechin) , ±3 

^Ir^l^Cscopadulciol), #-?-S^(pentagalloyl glucose), ^^(bufal in) , ZLa] 

(concanamycin) ^ *W #^^r ^7>5. 2.^ ^-frlt ^ 

<29> a. .£130} ^1-7] -frs^ *]-g-s) 

lixflf A}-g-*H ^ SSl^, ^7l Ji2:^S.fe -g-*fl, ^s^], #n]*lj F ^^1, 3] 

4*Q. ^^1, £fe ^1^11 7 f-g-2Ml« A>-g-^ ^ 

<3i> ^.g. 7 >^*}. ^Itt -^t, ^7^, M<$^r, ^iSl^ -g- 

«■ 93*11. ^1M1 31 ^7H^L ^7^H ^r-§-°Jl. -fr 

^-ofl ^ ^ A f-§- sg-fr, 4^ je^ ^ OT. 3 uj-47} # 

£-o)sl ajjg^; £fe Remington's Pharmaceutical Science(^e^r) , Mack Publishing 

Company, Easton PA°1] o]-fr«H 4 t^ 2 *. ^ 43" W . 
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*fl* 1kg # 20mg#, 3^ lkg # 100pg~lmg-§: A}-g-*Rr 3W £ 

^4 S^l-fl) f-0^£r S^#ofl ^-o.^ 

« 4* S #fj- $ 03^, Ojlg. Aj-Bfl, ^ig $ 

^fHJ *l5I<3 *liL°fl AV§-^jl ol fe 41-^ n ot-^o] a} olo.^ ^ofl igt^ » 

3-8-* °1*H 



• - v- rn"-- • < - " 
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«.^:-2003/il-/-14, 

<38> AH 1] £ 2^-§-2] HRF £«] o}*|] 'j^ 

<39> £ i^o] ^-g-O] hrf ^ o^] Jr4= ^-ol*>7l ^*fl, -f-Jd HRF £r«l2j- £aj*| ^ 

, zislui «&e1*] -B-^-l-^^l -tfJ: fr*l ^f, ^^s] H RF£} £-aH n]^^ 

<4o>- i) HRF ^al^l ^ej^l -ft-ifr^^ 

<4i> HRF ZLelJi <&e^l « 4^-4 £o] 



£4. 



• - •- .»..-.v-ir— • -es* ••« 



<42> 1-1) t}-^ ^-^^ ^-^A-] HRF^ ^-U] ^7} 

<43> cpj^ HRFSl ^-«l7> ^7H V -§- S^SM ^ *fl , + ^ f-O^ 6fl ^sfl 

&e|*]<$ 7i^] ^ Qz\ t +q ^ ^ o.-g.ofl ^M^^Aji aV-§-( food-dependent 
exercise- induced anaphylaxis)^- 4^ifl^ ^}^_ Qx\ f- 4°crtr <^e^l £k4 

» €«j*>^, HRF 21 ^ti] #7}!- sHl^cf. 

2-^ €^ ^-§"1: 44^fe «}-§•( dual response) ^>^, <>}^ 
^ ^ *H ^-5-* 44^fe S7l «V-§-(early response) ^ ill 

°>\d 4€- ^eWl cfl*fl 44^-Hfe ^-7>2l <£&|3Hl ^#s)*l ^ tftfl 
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<46> z}- ^ 4 3Ht^4 ^aoni, olnfl AV-g-tt AlS # 

341*3 <&2-3. *H ^7l«^-^Al «fl^7> «Blfc «^1*VS.S. Aj 7 ] Ala 

3£# #fe f-ofl ^ ^aJa1 ? ]ji #a] ^#o)l^ ^-§1 4s 12000rpm*1H ^43 

<47> Aj-7)^ ^-O] §Hl^ A^ofl tflgjj, ^A]^ 1^ 2-1)4 *}Q7}Z\3\ *<HH 3 *fl £ 

<48> £ i^Bfvi «V4 go], ^-o^ofl rfltir «JMJ W(a)4, al-g- ^-7} 

(b), 4^3)HJ o]<^ ^B^ofl ^J. *Ja1 ^( c)i 7 |^] ^Al ^7>(d), -§-^ 

^ ft* ft£^ HRF7> ^<?]£l 1^1-^ HRF7V 7^^ 3#s}*l ^cf(g). 

<49> o|^^ HRF^ £3*1 *^M>a^ HRF <£&1*1 ^-t-^H "^-2- 



<so 1-2) C48/80*l] ^tl- HRF^ ^7} 

C48/80(compound 48/40, Sigma)^: c}-§-4 
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<52> HRF £«1 S-'t^. U-937 Afl3E* -£^*H. 1% L-#^^l, lOOU/nrf Sflu)^^ ^ 

100U/me iS^SaH^l, 10% -f 3)°r1i3l* $7Ht RPM1 1640 «fl^H^ 37^, 5% C0 2 ^1 

'W^M «HH lOOOrpnHH ' •3*^€«ti 4 5*- ^^51 r ^^^^ - •» 

(phosphate buffered saline(PBS): 200mg/ t ^ v f, 200mg/ 4 SkK^^-f- , 8g/ « «S SW-B# 
, 1.15g/« ?l-5H s iv+S#)S 1SI <*ll3tt lOOOrpnriH 3^# ^^i^M *%SM *r 

<54> 1% L-^^-E^^l^-i: RPMI 7>*}J1 ^#o^ ^^Ai 7>e}-&-gr 

4i7} Hfl^l^f ^ 4H3E-I=- tt 3s l-^Ctryphan blue, Gibco BRL)S 

«9^*H #45^ ^ ^^§1-^4. 6 ^ #efl°lB(well plateW « I0 6 7ll3 Afls 

* ^"H^ul, 5^ ^o> 37°C, 5% C0 2 ^ 7]<>y Aj-tfl sVofl « o v^^>oj4(cell 

starvation), *fli 7]o\7\ #y+ ^ , 4 ^fl*fl C48/80( Sigma) Oyg/mi, 2pg/in£, 4ug/rt, 
6ug/m£, 8pg/ioe, 10pg/m4 30-g-# ^e1*>Ji *\]3.Q supernatant)^- ^S. 

<55> -S-f-^jofl 100mM PMSF, ling/rot ^n^^^Caprotinin) , 1M te^l^benzamidine) , 10 
rag/ine MtKleupeptiiO-OS. ^aj^^JL^ *l«flaf| (protease inhibitors 

cocktail)^: $7 r «H, €41 ^-§- °l-§-$b ^7l (cent r icon, Sartorius)^ 4'C, 12000rpnHH 

^*tfk ^-8- -S-^l l/ioos. *^«rSa^. 

(glycerol), 4 3 #^-(bromphenol blue), i%=^ ^^S.°fl^(P 
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-mercaptoethanol), 3^f^)t ^7>*>aL, #fe *<* 10**1: #7> fc^m ^, Sp^ <£-g-o. 

<57> ol 2.1*1 J£«H <^o]^\ Als.1- 15% SDS-PAGE ^-§r °l-g-«H &7l 

M*5.i ^(nitrocellulose membrane)^ #°H^ (Western blotting) ^S^- 0 - 

<58> ^1]^EJ «^a] ^£,77) lr^#S.^- HRF ^-^11 (anti-rabbit polyclonal HRF 

antibody)!- l:400O£S $*«W SH*H *Y%-^51, °l*>«Tr %V£7|-HRP 
(anti-rabbit horseradish peroxidase antibody)* 1:10000 ©.5. ^f^l JH*H -M"§-*rW 

51 2«U M-^vfl^xq-. 

<59> £ 2°fl «r4 ^°1, -fr^M C48/80^ ^-lES^*}- 0 ^. HRF 3) *«1* 

A]^cf. o]s^ ?l«fl, C48/80£r ©1^4 ^HoJAl HRF M ^7>X|S A>-g-£)&4. 

<6i> -a. e^s} 5.Dfln e >^(Sipia)^- 13mM4 ^-ES ^S5>^4. 

<62> £ 2:^#-§- ^)5.ofl ^e)% nfl^ .©_«ll = cq-#4 a}f-£5I7} lOpM, 100 pM °1 3 

<63> 3) £ MVtgo; ^Aj^-ofl o^^. hrp w-a) ^ 14 

<64> a. ^^5) 2:^1-^ HRF g-al ^*fl 2L4# 4-8-4 Stel*}5a4. 
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aj-*]^ ^, e-V^- ^el^xl ^, 048/80* 10ug/m« ^, -2-^5. 

^ 10 yM, 100uM ^e]*!- 5", ^n^s. io u M4 C48/80 lOugM* 
5-, ^.^l^Bl-^ 100uM4 C48/80 lOug/mM- x]^^ ^ a l*H , ^JL^ 

<66> ^li^ PBSS. 1*1 -Ml^n 12000rp m o]lAi 10^-?}- ^£-e)-&H cfA] 7}-2}-&t! 

^, >H5. -§--g- £Ht^(cell lysis buffer: 20mM Ba]^( P H 7.4), 150inM ^sH-Bf-, 5mM EDTA, 
0.5% 34 A l#3HS(deoxycholate), 2mM EGTA, 1% NP40, ^ U -M ^-*11Jl4i ^°J?H1 *fl«l^l 
^ ¥^(vortexing)*r&4. 

<67> ^-71 >fl5.^tij-g- 30*# U^l^^-H 2-3S1 >§3E. l^ 1 ^ ^. 12000rpnrtH 

10*# ^-f-^^r 4^H!4. «efl£= ^(Bradford 

assay)AS ^, ^aj^^ 3L^-§Hr 4 >*lS. 7} 

10£# #<"H ai^ ^7l^f-t XI S» ^U)s>^i4. ^-7] 4^X|<4| IS) 1-2)4 *>#7>*|i1 

^IHI s]*fl £-^-§- <H8$ ^, rz. 34* £ 311 44^524. 

<68> £ 30}] u).Ef\f 44 3M§«vfr C48/80°l] 4*B ^7>s|fe HRF -g-alS 24 

a| ^.S. 9*)]s>5!i4. HRF^ ^«17> <£^4 *1*lMH 4*fl ^*ll4-& ?Hs £.*}, 

HRFS] £«H o^^j. ^3 7 y ^^cf^ 3)-§- <& ^ #4. 
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<70> [^aH 2] ^ 
1) 2^3 # 

-g- it*%2\ 2:^1-^ ^:S. = ^(Sigraa)* PBS 4.8mM^ ^-£3. ^ ^^.o^ 

<73> £ ^jig^ ^a^o. ^ ^)^ £7 > 20ing/kg*l 



<71> 
<72> 



<74> 2) -g- ^4 oH-^§H^ ^ Jl4 

<?5> £ S^-i-oll s)ft oH+^^l^ t4t 4-8-4 *H ^*>^4. 

<76> ^-#^^^1 A}-g-Sl-7l xfl^ol 200~220g 5]^ SD ^1- A ^ 8*}$'$ , 

5}-^ ^£7> 20mg/kg<>l *H M 

<77> a o V 7 1 ^^el 3}$ ^ 30^-^1 *|i-H ^ 7fl2} JS.-^- C48/80-§- lOmg/kg ^i^. t^Vw 

C48/80^1 2\*t o}t-Hi^H^ ^-t-^-S. -M^*)-^ 7fl^2] ^» ^^534. A>^ul> 
7l§* C48/80 ^ l^m ^ £3**St2-^. ^ ^4 

<78> [2 1) 





£ ^u. 








8/8 




^ES.ef% *|*| 26nig/kg 
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<?9> s. l°ll ^-ol, £ 2:^lr-& <»>M-€^1^ ^-§-§r # 

<80> ^- ^#^r oW-^^l^ Qo} HRF-^1 21*11 <r 9X$= 4^ ^ 



<81> 3) ^ 

<83> Aj- 7 ] AjAH 2 21 2)°lH A>-§-^ ^ f^H . 3 2] ^4 A>^ 7 ] 3j ^ ^ 

*h £-3*}-$^. ^ u^t- 3^1- f^^^i io*n~3oo*w*i 

<85> [a 2] 





£- i-«gai 








2646.47 j 




%£2eH ^5.: 20mg/kg 


301.08 
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<86> S 2'o1| 44tf *>4 a. §Tgfi| *)Hltb <g-8*4 ^°)H^r tfl^ofl a] 

«fl «1^Ej-^lal ^i^l 80% o\sfr #^$4. 

<87> It^-eH, Q*%9\ ^#-8: 1^ <#-§- #41*1 Jl47> 4 , =L ^4 °> 

<88> 4) -S. ig^o} ^A^bj) ^ HRF ^vE-4 #i 

<89> Aj-7] JgX\d^ 2^1 3)<4M 44\+ *tk^£} 2^1-4 If 1 ^£ 5:^-7} , 

<90> Aj-71 -g/|ofl 22^ 3)4M A ^4 1^* ^4 4 *1S. 4^4 *W5S^. 

°H 45. #3*91-3 Ml-ir-i- *M #7] <)§•§■ A] 

Aj-71 AlJL #°fl ^ 3- # A 1 4tl 

5£# 12000rpm^l4 4l<g*3*H Aj-s.oJjnV-£ fl*}^. 

<91> Aj-7)4 ^-Ol ^ti}^ X\g_6\] tfl^fl, AJA1<41 1^ 1-2)4 0>^7>^lS -&4* ^4 

JUL, n. ^4* E 4°fl 44*A£4. 
<92> £ 46Q q-Ej-v* 44 ^ S^ir-I- g*|*|4|-*| Q5L 4-4««W^ «J 

^ A>^tb ^ ^6»6j)A^ cfl^ hrf4 ^=71- *F-347fl 3#4&4. 
<93> a. s^l-* ^^^1*H *4 l^Hfe HRF SHH7V 71&1 ^#4^1 

^4. 
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<94> ttj-5H C48/80°1] ^ o}^^X\^ ^-§-^1 HRF7} ^^U) t ^ 9X^ , £ 

HRF^ 1^ ^5L» 7^a1?]ji, ■sl^BKH #4^0.3.^1 

<95> a. C48/80<H1 2\*t HRF ^*ll*H ^ HRF ^ 

^Al? a io.^M|, C48/80°ll ^ o\x^^X\^ tiV^l o^«V A)-^- tg^l 

<96> 4e}-a| S-^l-^r HRF°ll ^sfl -iVtElfe A^- 1^*1 ^ ^ °M 
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m=f-^ 11 

HRF <3*ll-§- 

o 

Het 3 —S >C H? Het 2 



;xx:>- -K-. 

^■71 Het 1 ^ > Het 2 fe ^ °H , R 1 3! R 2 *r f-l^q- # 



£|J1, R 4 , R 5 f| R 6 fe -*°l*ka. *HW. ^^-AlHS-^Al ^ ^tf- 

3] 

*l] 2*M SS^°l D )4t1 W#^r -S^ll^em, ^SH.e|^, eH 

O|s.o^ o.^ n) olAj^j^ AjBflS} o]#ol °. -^O.^. ^ HRF £«1 3 
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4] 

u)-n>olAl f ^^l^ ^7}S, ^-B-*>fe HRF 
5] 

^ vfl^l *fl 4*J- ^ <^ ^ &<^i, HRF°fl -fr^fe ^ ^«r, 

^ ^ai, ^-p>^1, o^^^-a]^, <£ei*l^ 7l^x] SHhfS #2^, °VS.3£|^ 3}^<*:a)-, 

[^f 6] 
HIt 1 * 7] 

ISt 1 * 9] 



22-20 



102fl B7653 



#^ 2003/11/14 



10) 

*H 9*4) 5fl°W. HRFoll £\n -fr^fe ^ £3*1 ^«r, ^ of^^l 

^, 71^1 SHHlS ^ « Oj;^ ^^C\S] a})* ^S-g- 

[3^F-* 11] 



12] 



*o ii *4i sa^H, ww^i^ 4*8- *m-§- 



... -. vfvr*w- r m —.-•'^.ti..-.v-tr-.'^ 
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1] 

a 



e 



b 

d 

f 



[5L 2] 



Cone, of C48/B0 



C 2^g/me 4^g/m£ 6^g/m£ B^g/^ io#g/m£ 




23 KD HRF 



C 1 



[51 4] 



C48/80 



C : control 

1: C48/80 10 fiB/mi 

2: omeprazole 10 \$4 

3: omeprazole lOO^M 

4: omeprazole 10 ^ + C48/80 10^/m£ 

5: omeprazole 100 + C48/80 10^g/m£ 



+ C48/8 0 



HRF 
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